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. ... - : .-QaimsJ2:17,..l9^._and 22 will be before the ETcaTnjiner. Claim 22 is new, and is 
supported, e.g., by page 28, section 2,4.2 of the specification. 



^ under 



and 



The Examiner ha^^ 12-15 and 19 

in view of Ross and French. Remaining claims 16 
:.r]eftrences,."furtherrm yiew of Thomas . Full citations 
references are all of record and cited fully in the Office Acltion 



[er 35 U.S;C/§ 103 over Bialei 
17 were rejected over these 
have not been given as the 



Applicants have considered the Exanainer's rejecfi^on and response to applicants' 
August 23, 2009 submission carefully, and traverse. . 



"7! .. - . !^ summary is that Bial 



er teaches AWD 131-138, the 
.xompoxmdjrecited.mJ33if5. claims, as well as. treatment of audiogem^ clonic seiCT^ and 
absence epileps^^^ models of epilepsy. Thji ExautninCT 'ffiaf the" 

treatment of dogs is not taught by Bialer. but contends ^hat other models do teach the 
treatment of dogs. 

The .Examiner concludes that: 

.:.. /.T.he^^efore, there would be a reaso 

. V . r.^ successrttiat AWD 131-138 would be an e|£fective treatment 

It appears that the Examiner recognizes that "idiopathic** epilepsies are not taught 
by' Bialei. aiid contefids^tfaat: 



"Rbss et al. teach that AGS is a 
associated with generalized seizure displayed 
tonicrcJoxiic. seizure activity" and 



form of epilepsy 
by clonic or 
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'Trench teaches that clonic or tonic-clonic seizure 
activity is a form of idiopathic epilepsy." 

. . From this,, the Examiner concludes that since two references teach AGS is a form 
•of idiopathic .qpitepsy:: i: . . : . 

' ~ " "0)t would be obvious to a person of ordinary skill in 

.i„'„j .ir„t^^^^ 

the tieatmfeat of different forms of idiopathic epilepsy with 
AWD 13 V 138. Although Bialer et al dees not teach the 
treatment of dogs in the AGS epilepsy model or in absence 
epilepsy animals, the treatment of dogs is taught in other 

l>mo.d«is... "IherefQre, there would be a, reaspjpable expectation 

.7. of success that: AWD 131-138 would', 
treatment for idiopathic epilepsies." 



be an effective 



thiese 
the 



As the JExaminer]notes, this rejection is continued 
applicants have submitted declarations by Dr, med. Vet. E 
med. VetJ Marc The Examiner considered 

Aey were jiDLpersuasivel First, the Exaininer refers to 
which cited and provided a paper by Loscher 
deciaiatio^^ 



... 'Tljey tested a number of commercial anticonvulsants 
used , m }^ epileptic dogs. Contrary " to their 

expectations the authors discovered thai: most available 
anticpnyulsants, with the exception of phenobarbital and 
...pjiin^^^ not useful for trealmeat of focal and 

generalized seizures in dogs suffering from idiopathic 



xom prior actions. In rebuttal, 
olger Volk and Univ.-Prof. Dr. 
declarations, but cohcluded 
declaration by Vandevelde, 
VandeMclde states, at point 10 of his 



The Examiner concluded, in reference to this passajge 



^ y ^ "Applicants present arguments by way of Declarations 

" """' l^^^^^^ and Volk. In particular, VaSadevelde is of the 

opinion, tlnat the use of AWD 131-138 for the treatment of 
idippatlnc^ epi in dogs was not obvibus at the time the 
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subject patent application was filed. Vande^j^elde argues that 
the animal 'models of electrical induction sejizureSj, chemical 
mdiiction of seizures and audiogenic seizure^ are not models 



that provide a suggestion ihat a compoujad is used as an 
anticonvulsant in idiopathic epilepsy in dogs 
"that drugs with rapid metabolism and rapid 
not successM anticomoilsants in man. bepause idiopathic 
seizures caji occur at any time. Vandevelce discusses that 
drugs which are useful for treatment of humaja epilepsy are in 
most cases not useful for the treatment of caiiine epilepsy, 

Vandevelde points to a paper by Losclier et al. in view 
a review of available anticonvulsants tested 1 hat are" useful in 
hurnaiis were found not be useful ijoi dogs in idiopathic 
epilepsy. Vandevelde also points fo a paper by Rostock in 
which it is ^rgued that data from experimented animal models 
are . of limited, relevance for the treatment of < 
Vandeyelcleldiscusses that canines metabolize chemicals very 
quickly, resulting in short half Hves and low plasma levels 
and experimental animal data or data, generated in human 
patients can be extrapolated to epileptic dogs for this reasons. 



It is discussed 
elimination are 



reference 



ih 



In response to the above argumeiits 

^it is. noted that the _ 

previous studies suggest that epilepsy 
apprbjdmatps that disease in man (see 
Discussionj,. Further, Loscher concludes tha): 
pamcuTax article supplied by Applicants 
epileptic d5g is indeed a suitabfe model of 
Furflier, Lpscher found parallels betwee 
antiepileptics tested, for instance, the efficac} 
dogs corresponds to with that in hi 
paragraph in Discussion). This refutes 
defmitions of human epilepsy cannot be 
because the Loscher article presented by 
clear! parallel with a lot of anticonvulsants 
time/' 



firist 



luman; 



the 



concefriihg the 
discusses that 
dogs closely 
paragraph of 
the data of that 
indicate" that the 
hurhan epilepsy- 
s one " of the 
of primidone in 
s (see fourth 
argument that 
extrapolated to dogs 
Applicants shows a 
available at that 
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The Exammer's statement that "Loscher concludes that the data of that particular 
article supphed by applicants indicate that the epileptic dog is indeed a suitable model of 
human epilepsy.'* 

..XI^SM?^^^^ The "Suipmar^'', p.f ti^^^ ends with the 

statement" 

'The model provides special advantages for the smdy 
of efficacy of chronic antiepileptic drug treatment^ provided 
the pharmacokinetics of the drug to be studies allows the 



... maintenance of effective drug levels , 
. (^rjipljasis added) 



^ established clearly that 

standard drugs do not, as;'a rule» permit maintenance of eff< 



... . Loscher 

to be effective were phenytoin, carbamazepine, valproic acid 
.mtea2epain,l.....H^ Examiner's statement that. a^.. 

adticoriioils^ available ait the time" is questioned. Si|x 
effective. This hardly counts as "a lot" of parallels. 



Dr. Loscher himself has provided a declaration^ and la copy is appended hereto* 

Dr. Loscher agrees that the diseases canine epilepsy and human epilepsy show 



>iniil.arities; however, these similarities are outweighed by 
.paragraphs. S-.olhis. declaration. 



the pharmacokinetics of the 
jtive dmg levels in the dog . 



and primidone. Not found 
> diazepam, clonazepam, and 
?lear parallel . with, "a lot of 
were ineffective, two were 



the differences,. enumerated at 



.:.^-.:.^::...Pp,,X:9:Spl!^^ tiic differences . ill efficacy of |he drugs he and tus^ 

cpji^^^ declaration. Indeed, Loscher states that his own 
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group has failed to establish the epileptic dog as a mo^el for human epilepsy. See 
1 paragrapb.9-oftiie.Losch£T.decl3ratioa. : 

' It is subtiaitted that the Examiner's conclusions regarding the L6scher paper are 
reftited b^^ of the paper himself. Thus,lh6 Vaiiidevelde declaratiori must 

I . be reass^^ "Yjilh the newly submitted Ldscb^ declaratiph. J\yhen it is, it lis 

submitted that the Examiner's conclusions regarding the declarations and the paper, will 
be seen to be licLSUpiwit^ 

Applicants have provided substantial evidence that there are fundamental 
differences in the animal models used for studying epilepsy. These differences are 
attributable to the animals themselves, not to any paraipeter that the investigator can 
control. 

metabolize 



For exaonple, applicants have shown that dogs 
distmct .fxpm that otf humans and rodents. They point, agaiU; 
their carnivorous diet possess a short gut and due to their high 
very different rate of turnover of small molecules circulating 



It. is..subimtte4 thus, that the only type of 
assxomed effective in dqgs, is one possessing appropriajte 
Such properties, however, are not predictable. Neither 
other species provide evidence to support this conclusion 
of record, provides a comparison of pharmacbkirietic pf^ 
Table 3 (page 84). As just one example, valproic acid 
hurnans/ In dojgsV it is" 0.8 - 2.7 hours. The results 
-.striking,,with;a.l^ hours, for hujopians, and 1 



drugs in a manner quite 
in, to the fact that dogs, due to 
metabolic activity exhibit a 
in their blood. 



therapeutic agent which could be 
pharaxacoldnetic properties, 
molecular structure, nor results in 
The Loscher paper, which is 
profoerties m dogs iand hiimanis, at 
has a half-life of 8-15 hours in 
diazepami are perhaps more 
5 hours. for dpg^s^^ / ... . 



fpr 
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Indeed, Loscher concluded as quoted supra, and Vandenvelde^s conclusions must 
bfe taJccti as persuasive, i 
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. i 7., ^ It is Understood i3iat refe cited by the Exan iiner . also , deal 

rodFnt m^^ argued noh-appHcabilit}| of these models as well- "At 

page.3 . of the Jast 0f35ce Xction^^ 



concemmg 



'"Regarding the arguments 
reference supplied by Applicants that "data 
from experimental animals are of lin:uted 
treatment of canine epilepsy, it is unclear 
makes 



the Rostock 
shows that data 
relevance in ihie 
how this reference 



In response, applicants elaborate on the Vandenvelde 
this reference. 



A.S Vaadenyelde^ explains, Rostock discusses 
valproic acid. Tlaese compounds, the so-called 
...&r..treatmeat^o.f„hnmms " also so noted by fyench> 



phenytoin, carbamazepine, and 
mainsta|ys of old generation epileptics 
cited by the Examiner, Also 



discussed in Rostock are phenobarbital and "D-23129". 



with 



^ .. Rostock used^ as. anijqgial. models, mice, and rate, 

.("MES*0,= cjienjiicadly . tod^ seizures (PTZ, picrotoxin, 
mice and rats, and geciptically modified mice. All 
epilepsy. 



fabfe 1-4 of Rostock summarize experiments' and 



"We expect that D-23129 will impi 
of refraptgry seizures in humans." 



Rostock , is clearly trying to establish an extrapKil 
in!. rodent tnodels and haffians.' No mention. is made as to 



declaration which discusses 



electrically induced seizures 
and NMDA), motor impaired 
animals showed forms of induced 



conclude: 



ijove the treatment 



atiori between what is efficacious 
logis arid iii fact, as was detailed 



— 'ssooi-ws.i • - • — . 9 . . . ..] 
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Hence, what the declaration is stating, and as supjiorted 
degree one may extrapplate between rodent models and 
cannot be cairied oyer tb'dogs. The evidence simply does 



by the art is that to the 
humans, such extrapolations 
mot support it. 



~ " The Exiaim^ to be of the position th;^t 

in JfceJappHejd^ a reasonable expectation 

submit that ttiis is not the; case. 



the murine models disclosed 
6f success in dogs. Applicants 



The olainaed subject matter relates to idiopathic 
as the prosecution supports an interpretatioii of ' 
distinguishes it from the. induced epilepsy rodent models 
.Tlie...Loschcir,. declaration,, moreover, establishes that 
human epilq^sy;, are not applicable for idiopathic epilepsy 
the Ltoscibier, declaration :and the discussion of the Licht 



epilepsy. 



sue 



Loscher establishies that pne of ordinary skill in the art. 
petit-mal seizures^ because these are not found in dogs 
drug effective .on tonic-clonic Qonyuisions, and such are 
cited references . 



net 



The Examiner has maintained her prior rejection" as 
plus French. This position is believed to remain untenable, 



-Docket No.: NY-HUBR 1230-US 



'mainstays" for treatment of 



supra Loscher shows, iqi Table 3 in particular, that the 
humans, e.g., phenytam, c^^ and valproic acid^ were not.efiFective in dogs 



The references, as well 
idiopathic" epilepsy, which 
relied upon by the Examiner. 
::h models, while resembling 
in dogs. Please note page 3 of 
reference, provided herewith, 
would not select a drug usefrd in 
Rathei:, one would look for a 
disclosed or suggested by the 



a whole, i.e., \BiaIer plus Ross 
as explained herein. 



. . - pointed out previously, Bialer tested driigs, iii rodent models, for 

potential apph^^ tp hiunanS; As has . been shown by tihe previously submitted 
Hf^f^larfltioTi of Vandenveldc and Volk, and now bv Loscher, the use of a murine model 
provides no suggestion pf efficacy in dogs. The evidence sirhply does not support it. As 



5560106S.1 



10 



PAGE 11/31 ' RCVD AT 3/19/2010 1:59:56 PM [Eastern Daylight rime] ' SVR:USPTO-EFXRF</25 ' DNIS:2738300 ' CSID:21231 83400 ' DURATION (inin-ss):08-10 



Best Available Copy 

FULBRIGHiaJAWORSKI Fax: 21 231 83400 



Mar 19 2010 13:04 



P. 12 



Application No- 10/680,459 



Docket No.: NY-HUBR 1230-US 



i 



a practical matter, most of the diugs which have proven tojbe effective in rodent models, 
arid in hiimahs, did not work in dogs. The unique physiolo^ of the dog suggests that the 
phaririacdk^ any drug "which would be effective in dogs would have to be 

different from those effective in rodents and humans. Yet further, the rodent models, 
dealing as they do with induced epilepsy, do not correlate to idiopathic epilepsy. 

The Examiner appears to take the position that the WAG model disclosed in Bialer 
is representative of idiopathic epilepsy. Such is not the cast. 



WAG epilepsy, as has been shown, is a form of 
definition, ir 9l(™o.t ^9 idiopathic. Fuilhemoire 

quite clearly, at page 12V right column, last paragraph, 
absence epilgpsy. WAG jrats. as is typical of absence 
03f absjeope epi,sodes. . Tl;|e . evidence as. discussion by 
.4pg.?..49j?:P*..??^'^^^^^ ^^^^ syiiiptonas. . 



g^etically linked epilepsy. By. 
the Bialer reference explains 
the WAG rat is a model for 
, exhibit petit-mal seizure^, 
iu^ bis declaration, shows. 



that 



epilepsy, 



Ldscher. 



TheTETxa^^ to combine Bialer Svitb 

.^cprabinatioij,.. is ^attenua]^ at best. French discusses 



"ichopatiuc generaUzed ep as seen in 

has explained, at paragraph 5 of his declaration the seizwfe pattem observed in dogs is 
very specific.and not at all similar to himians. 



The Ross paper, as has been explained previously, 
rodents . Given the teachings of the art as to inapplicability 
well as the inapplicability of data on induced epilepsy 
submitted that the references talcen together fail to 
obviousness^ Assvyco^ that they do, the 

proyided .in.support..therepf rebut any such case. 



Ross and Ffeiich. but the 
symptoms associated with. 
hu!mans > In contrast, as Loscher 



discusses induced epilepsy in 
of rodent models to dogs, as 

to idiopathic epilepsy, it is 
estkblish a prima facie case of 
combinled declarations and references 



11 
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Withdrawal of the rejection is believed proper and is urged 



* 4i 4: 



Appiicant is hereby authorized to charge the exterisi9n 
.Eonn^iZOSSrS^ is Hereby ?iui:hc 

feps due with this responsje from our Deposit Account No. t 
HUBR .1230:^US (103.12533) the uadersigned is authorized 



fee to the credit card. PTO 
to" deduct any additibnal 
5|0-0624, under Order No. NY- 
draw. 



io 



bated:.Marchl9,2Q10 \ 



(.espectfuHy submitted. 
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